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Figure S1. Protein concentrations in varying severities of EC compared to benign conditions. Truncated
violin plots depict the concentration of 14 proteins across all the disease groups (Benign, hyperplasia,
grade 1/2 EEC, and other EC types). The solid horizontal line represents the median value. P values were

calculated using a one-way ANOVA with Bonferroni’s correction. Asterisks indicate the p values (* p<0.05,
** p<0.01, *** p<0.001).
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Figure S2. Univariate ROC curves of proteins discriminatory potential for EC types. A univariate receiver

operating characteristics (ROC) analysis was used to assess the potential for individual proteins to
discriminate EC types (EC all, Grade 1/2 EEC, and Other EC types) from benign conditions. The area

under the curve (AUC) was calculated for each protein. Proteins with an AUC above 0.8 were considered
good discriminatory biomarkers. Three proteins (endoglin, FAP, and MIA) displayed good discriminatory
potential for other EC types.



Multivariate ROC Cross Validation Confusion matrix

o

- ™ | Actual label

w Benign EC All

o N —

2 94 9

2o o w® Benign| (87%) |(13.6%)
2°] s 3
2 So °
=k ﬁ 14 57

N K & ECAI| (13%) ((86.4%)

S o

AUC: 0.923
g 4 95% CI (0.84-0.971) : : . . . .
00 02 04 06 08 10 00 02 04 06 08 1.0
1-Specificity Predicted Class Probabilities

Sellecte_;d. biomarkers: Predictive label Predictive

Angiopoietin-2, CA125, CA19-9, IGFBP3, IL-10, MCP-1, Beni accuracy

TIM-3, TGF-a, TNF-a, VEGF-A, VEGF-D. enign 83.7%

ECAI

Correct
Incorrect

Figure S3. Multivariate protein model of 11 proteins shows excellent discriminatory potential for EC. a
Multivariate ROC curve of 11 proteins displays excellent discriminatory potential for EC with an area under
the curve (AUC) of 0.923. Proteins were selected based on high least absolute shrinkage and selection
operator (LASSO) frequencies and empirical testing of combinations of proteins. A Monte Carlo cross-
validation (MCCV) b was used to test the predictive accuracy of the model, which was found to be 83.7%.
The predicted class probabilities of the samples are shown using the classifier at a threshold of 0.5. ¢ The
confusion matrix depicts the number of patients this protein model accurately classified to their respective
disease groups. This multivariate model accurately classified 151/174 samples with a specificity of 87% and a
sensitivity of 86.4%.
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Figure S4. Protein concentrations positively correlate with tumor size and depth of myometrial invasion.
Spearman rank correlation coefficients were calculated between protein concentrations and depth of
myometrial invasion (measured in mm) and tumor size (measured in cm). These values are represented in
a heatmap. P values are represented with black circles * p<0.05, ** p<0.01, *** p<0.001, **** p<0.0001.
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Figure S5. Correlation of pro- and anti-inflammatory cytokines, chemokines, and growth factors. Heatmap depicts correlation coefficients of 90 proteins with
one another. Spearman rank correlation analysis was utilized to calculate correlation coefficients. Hierarchical cluster analysis was conducted, data was not
centered or scaled. Euclidean distance and Ward linkage method were used for clustering.



1000005

~ 3 r=0.6088 o ooo

& 10000 P=<0.0001 Qe o

= ] o 95 0900

2 1000+ o %é:) 30800

S oo 220 % o

Qo 1005 8o

g 10_: o ©© o

< o ° o

1T
1 10 100 1000 10000 100000

VEGF-A

o~ Jroades

& 10000 p=0.0002

- 3 o

2 10003 §> o ©%

o o

U PR

) 3

[= - o 900

@ ot

1_ {
1 10 100 1000 10000 100000

VEGF-A

Angiopoietin-2

Angiopoietin-2

EC patients
100000
3r=0.7245 00 0 ®
10000 P=<0.0001 o 00
i o
1000+ 8s
E o o %
1 o 9 oo
100+ 009 o
1 00" 0©°
103 o oo
] o
1 P
0.01 0.1 1 10
FAP
Benign patients
100000+
3r=0.8442
10000 p=<0.0001
E % o
i ®
1000 6%
100+ *& %
E 0000, °
10 8%, © o
3 Qo &°
1 o o
1 T — T
0.01 0.1 1 10
FAP

VEGF-A

VEGF-A

100000

3r=0.4726
=<0.0001
10000 P=< o, ©
3 o
10004 S i &
3 0o g)% oo
100+ o
i o °o§9° %9)0%% °
103 o © °
3 o
1 ——r— T ——
0.01 0.1 1 10
FAP
1000005
3 r=0.4080
10000 P=<0.0001
1000-3 °
1 % ) @go °
100 S BE&°
E QD [oXe] 8)8
] S 8® °
103 o o ©O
1- Q oo o @6 o
0.01 0.1 1 10
FAP

Figure S6. Angiopoietin-2, FAP, and VEGF-A positively correlate with each other to promote
angiogenesis. Spearman rank correlation analysis revealed that Angiopoietin-2 positively correlates with
VEGF-A and FAP, also VEGF-A positively correlates with FAP in the EC patients a. Spearman rank
correlation analysis was also conducted on the levels of angiopoietin-2, FAP, and VEGF-A in the benign

patients b.
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